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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address ~ 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SiX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply v\flthln the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)S Responsive to communication(s) filed on 04 February 2002 , 
2a)n This action is FINAL 2b)|E This action is non-final. 

3) 0 Since this application is in condition for allowance except for fomial matters, prosecution as to the merits is 

closed in accordance with the practice under Ex pa/te Quay/e, 1935 CD. 11,453 0.0.213. 

Disposition of Claims 

4) 13 Claim(s) 28 and 29 is/are pending in the application. 

4a) Of the above c!aim(s) is/are withdrawn from consideration. 

5) 0 Ctaim(s) is/are allowed. 

6) 13 Claim(s) 28 and 29 is/are reiected. 
?)□ Claim(s) is/are objected to. 

8) 0 Claim{s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: 3)0 accepted or 6)0 objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 185(a). 

11) 0 The proposed drawing correction filed on is: a)n approved b)n disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. ^ 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)nAII b)n Some* c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 
Attachment(s) 

1 ) 13 Notice of References Cited (PTO-892) 4) Q Interview Summary (PTO-41 3) Paper No(s). 



2) n Notice of Draflsperson's Patent Drawing Review (PTO-948) 5) Q Notice of Informal Patent Application (PTO-152) 

3) O Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) ^ Other: detailed action . 
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DETAILED ACTION 

1. Applicant's election of the invention of group I, claims 1-14 in Paper No. 17 is 
acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP'§ 818.03(a)). 

2. Keeping in view the compact prosecution and customer service, the 
amendment canceling claims 1-27 has been entered as requested by the applicant. 

3. New claims 28 and 29 have been entered. 

Applicant is referred to the revised interim guidelines on written description 
published January 5, 2001 in the Federal Register, Volume 66, Number 5, page 
1099-111 (also available at www.uspto.gov). 

Claim Rejections - 35 USC § 112 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the Invention, and of the manner 
and process of nnaking and using it, in such full, clear, concise, and exact ternns as to 
enable any person skilled in the art to which it pertains, or with which it is nnost nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

5. Claims 28 and 29 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventor(s), 
at the time the application was filed, had possession of the claimed invention. 

Applicant is referred to the revised interim guidelines on written description 
published January 5, 2001 in the Federal Register, Volume 66, Number 5, page 
1099-111 (also available at www.uspto.gov). 

In analyzing whether the written description requirement is met for genus 
claims, it is first determined whether a representative number of species have been 
described by their complete structure. Since it is not realistic to expect that the 
"complete structure" of any transgenic animal, or even a cell, could be described, 
this requirement is interpreted to be whether phenotypic consequences of altering 
the genotype have been described. In the instant case, the claimed invention 
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encompasses a transgenic mouse comprising a transcription regulator operably 
linked to a reporter sequence encoding a light-generating protein, wherein the 
transcription regulator consists of the sequence of SEQ ID NO: 32. In terms of 
describing the invention, the specification provides prophetic example of generating 
transgenic mice carrying vectors described in the specification, how to screen for ES 
cells that were positive for vector integration by homologous recombination, and 
how to screen for chimeric mice based on coat color and methodology to make 
transgenic animals (see pages 69-73). However, the specification does not 
describe the phenotype and characteristics of the transgenic mice that comprised 
the recited construct. The specification does not provide any description as to 
whether all the cells of the transgenic mice would express the reporter gene or 
whether a certain cell type would express the reporter gene and what would be the 
effect of expressing the transgene on the transgenic mice development. It is noted 
that the applicants have submitted 1.132 declaration by the inventor describing the 
making of a transgenic mice that represent the transgenic mice encompassed by 
the claimed invention, however the mice was made using a vector in which the 
expression of the reporter protein luciferase was under the control of SEQ ID NO 32 
and a VEGFR-2 enhancer (see last paragraph on page 2). In the last paragraph on 
page 3 of the declaration, applicants have noted that the transgenic mice 
containing SEQ ID N32 expressed high level of luciferase activity in the entire body 
when 1 week old, and the activity declined rapidly (by up to 7000 fold) over time 
and by 6 week after birth, the luciferase activity dropped to a basal level and that 
VEGFR-2 expression can be monitored in transgenic mice. It is note clear whether 
the transgenic mice which was made using the transcription regulator of SEQ I DNO 
32 alone (without the enhancer) would have had the same phenotype. The 
specification neither describes these characteristics nor it discloses as to what 
characteristics could be expected in the mouse and whether the characteristics 
observed in the transgenic mice of the declaration were to be expected. In other 
words, with the limited information disclosed in the specification, an artisan would 
have not been able to predict whether the phenotype of the recited transgenic 
mice. 
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Therefore, the limited disclosure in the specification is not deemed sufficient 
to reasonably convey to one skilled in the art that Applicants were In possession of 
the transgenic mouse recited In the claims at the time the application was filed. 

6. Claims 28 and 29 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a 
way as to enable one skilled In the art to which it pertains, or with which it is most 
nearly connected, to make and/or use the Invention. 

While determining whether a specification is enabling, one considers whether 
the claimed Invention provides sufficient guidance to make and use the claimed 
Invention, if not, whether an artisan would have required undue experimentation to 
make and use the claimed invention and whether working examples have been 
provided. When determining whether a specification meets the enablement 
requirements, some of the factors that need to be analyzed are: the breadth of the 
claims, the nature of the Invention, the state of the prior art, the level of one of 
ordinary skill, the level of predictability In the art, the amount of direction provided 
by the inventor, the existence of working examples, and whether the quantity of 
any necessary experimentation to make or use the invention based on the content 
of the disclosure is "undue" (In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 
1404 (Fed. CIr. 1988)). Furthermore, USPTO does not have laboratory facilities to 
test if an invention will function as claimed when working examples are not 
disclosed In the specification, therefore, enablement issues are raised and discussed 
based on the state of knowledge pertinent to an art at the time of the invention, 
therefore skepticism raised in the enablement rejections are those raised in the art 
by artisans of expertise. 

While determining whether a specification is enabling, one considers whether 
the claimed invention provides sufficient guidance to make and use the claimed 
invention, if not, whether an artisan would require undue experimentation to make 
and use the claimed Invention and whether working examples have been provided. 
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In the instant case, the claimed invention encompasses a transgenic mouse 
comprising a transcription regulator operably linked to a reporter sequence 
encoding a light-generating protein, wherein the transcription regulator consists of 
the sequence of SEQ ID NO: 32. Claim 29 limits the reporter protein to luciferase. 
First the question is, with the disclosure provide at the time of filing, could an 
artisan of skill make the recited transgenic mouse? The specification teaches how 
to make a VEGFR-2 targeting vector for making the transgenic mice (see pages 
67). The specification also discloses prophetic example of generating transgenic 
mice carrying vectors described in the specification, how to screen for ES cells that 
were positive for vector integration by homologous recombination, and how to 
screen for chimeric mice based on coat color and methodology to make transgenic 
animals (see pages 69-73). It is noted that the specification teaches to insert a 
VEGFR-2 enhancer sequence to the vector comprising the SEQ ID NO 32 and use 
the resultant vector in making a transgenic mouse. Therefore, it is not clear 
whether a transgenic mouse recited in claim 28 could have been made that 
expressed the reporter protein in the absence of the enhancer of the VEGFR-2. 
However, the specification does not describe the phenotype and characteristics of 
the transgenic mice that comprised the recited construct. The specification does not 
provide any description as to whether all the cells of the transgenic mice would 
express the reporter gene or whether a certain cell type would express the reporter 
gene and what would be the effect of expressing the transgene on the transgenic 
mice development. While the art of making a transgenic mouse has become routine 
and therefore, an artisan would have been able to make the transgenic mouse as 
claimed, the next question is, in the absence of any phenotype or characteristics, 
would an artisan of skill have been able to use the claimed transgenic mouse. 

It is noted that the applicants have submitted 1.132 declaration by the 
inventor describing the making of a transgenic mice that represent the transgenic 
mice encompassed by the claimed invention, however the mice was made using a 
vector in which the expression of the reporter protein luciferase was under the 
control of SEQ ID NO 32 and a VEGFR-2 enhancer (see last paragraph on page 2). 
In the last paragraph on page 3 of the declaration, applicants have noted that the 
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transgenic mice containing SEQ ID N32 expressed high level of luciferase activity in 
the entire body when 1 week old, and the activity declined rapidly (by up to 7000 
fold) over time and by 6 week after birth, the luciferase activity dropped to a basal 
level and that VEGFR-2 expression can be monitored in transgenic mice. It is note 
clear whether the transgenic mice which was made using the transcription regulator 
of SEQ I DNO 32 alone (without the enhancer) would have had the same 
phenotype. The specification neither describes these characteristics nor it discloses 
as to what characteristics could be expected in the mouse and whether the 
characteristics observed in the transgenic mice of the declaration were to be 
expected. It is noted that for an artisan would have required the characteristics of 
the transgenic mice for its intended use in identifying compounds that alter 
angiogenesis or that alter the expression of VEGFR-2 promoter, however, in the 
absence of any guidance regarding the phenotype of the mouse, an artisan would 
not have been able to use the mouse. Furthermore, since the targeting vector 
contains a reporter gene, its insertion in the genome of the mice would result in the 
disruption of the expression of the VEGFR-2 protein and it is not clear as to what 
would be the effect of the loss of VEGFR-2 protein on the transgenic mouse. Wood 
(Comparative Medicine 50 (1): 12-15, 2000) noted: 

"The phenotype of an animal is determined by a complex interaction of 
genetics and environment. It is the evaluation of the phenotype that allows us to 

determine the usefulness of a mutant strain as a model for biomedical research A 

specific phenotype is usually expected from genetically altered mice whether they 
are transgenic over-expression models or gene knockout models where a particular 
gene function has been modified or ablated altogether. Thus for any given genetic 
alteration, we often try to predict what the phenotype will be. Many times we find 
the predicted phenotypes or more. It is, however, common to hear that surprisingly 
a given model has "no phenotype"." 

This clearly indicates that the phenotype of the transgenic mice is 
unpredictable and the specification does not provide any guidance regarding the 
phenotype of the claimed transgenic mouse and therefore, an artisan of skill would 
have required extensive experimentation to determine the effects of expressing the 
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vector construct comprising SEQ ID NO 32 and to use them in screening for 
compounds that altered angiogenesis and such experiments would have been 
undue since the phenotype of transgenic mice unpredictable. 



Double Patenting 

7. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent 
the unjustified or improper timewise extension of the "right to exclude" granted by 

a patent and to prevent possible harassment by multiple assignees. See In re 
Goodman, 11 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 
F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 
USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be 
commonly owned with this application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign 
a terminal disclaimer. A terminal disclaimer signed by the assignee must fully 
comply with 37 CFR 3.73(b), 

8. Claims 28 and 29 are provisionally rejected under the judicially created 
doctrine of double patenting over claim 14 of co-pending Application No. 
09/738,968. This is a provisional double patenting rejection since the conflicting 
claims have not yet been patented. 

The subject matter claimed in the instant application is fully disclosed in the 
referenced co-pending application and would be covered by any patent granted on 
that co-pending application since the referenced co-pending application and the 
instant application are claiming common subject matter, as follows: It is noted that 
the transgenic rodent of claim 14 of the co-pending application 09/738,968 would 
encompass the transgenic mouse of claim 29 of the instant application since the 
vector of claim 6 of the co-pending application would encompass the vector used 
for making the transgenic mouse of claim 29 of the instant application. It is noted 
that the polynucleotide of claim 3 (comprised in the vector of claim 6) of the co- 
pending application recites a polynucleotide that have greater than 80% sequence 
identity with the sequence of SEQ ID NO: 32. 
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Furthermore, there is no apparent reason why applicant would be prevented 
from presenting claims corresponding to those of the instant application in the 
other co-pending application. See In re Schneller, 397 F.2d 350, 158 USPQ 210 
(CCPA 1968). See also MPEP § 804. 

9. No claim is allowed. 

Applicants are advised to submit a clean version of each amended claim 
(without underlining and bracketing) according to § 1.121(c) and a copy of all the 
pending/under consideration claims. For instructions, Applicants are referred to 
http://www.uspto.qov/web/offices/dcom/olia/aipa/index.htm . 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Ram R. Shukia whose telephone number is 
(703) 305-1677. The examiner can normally be reached on Monday through Friday 
from 7:30 am to 4:00 p.m. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Deborah Clark, can be reached on (703) 
305-4051. The fax phone number for this Group is (703) 308-4242. Any inquiry of 
a general nature, formal matters or relating to the status of this application or 
proceeding should be directed to the Dianiece Jacobs whose telephone number is 



(703) 305-3388. 




Ram R. Shukia, Ph.D. 



